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wherein 

W and n are each and independently an integer from 1-3, and one or more of the 
hydrogens in the alkylene chain may optionally be substituted by any one of Ci-Ce 
alkyl^i-C6 alkoxy, or hydroxy; or 

one or more of the methylene groups may optionally be substituted by a heteroatom 
selected from O, N or S; 

R 1 is selected frVn hydrogen, a branched or straight Ci-Ce alkyl, C2-C6 alkenyl, C3-C8 
cycloalkyl, C4-C8 Valkyl-cycloalkyl) wherein the alkyl is a C1-C2 alkyl and the 
cycloalkyl is a C3-C6\ycloalkyl; 

R 2 is selected from any olfc 

(i) hydrogen; \ 

(ii) a straight or branchedYli-Ce alkyl, C2-C6 alkenyl or C2-C6 alkynyl; 

(iii) -[(CH2) q -aryl] ? whereiiAthe aryl may optionally be substituted by 1 or 2 
substituents Y, wherein \ach Y is as defined below; and wherein q is an 
integer from 0 to *3 ; \ 

(iv) -[(CH2)r-heteroaryl] wherein We heteroaryl has from 5 to 10 atoms, each 
heteroatom being selected fromkany of S, N and O and wherein the heteroaryl 
may be substituted by 1 or 2 substituents Y, wherein each Y is as defined 
below; and wherein r is an integer $rom 0 to 3; 

(v) C3-C10 cycloalkyl, optionally comprising one or more unsaturations and 
optionally substituted by one or mora heteroaryls, where each heteroaryl has 
from 5 to 10 atoms, each heteroatom behig selected from any of S, N and O; 
and wherein the aryl and heteroaryl may optionally and independently be 
substituted by 1 or 2 substituents Y, whereui each Y is as defined below; 

(v) C6-C10 aryl, optionally and independently substituted by one or more 
heteroaryls having from 5 to 10 atoms, eacft heteroatom being selected from 
any of S, N and O and wherein the neteroaryl may optionally and 
independently be substituted by 1 or 2 substiraents Y, wherein each Y is as 
defined below; \ 
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(vi) \ a heteroaryl having from 5 to 10 atoms, each heteroatom being selected from 
Vny of S, N and O; wherein the aryl and heteroaryl may optionally and 
independently be substituted by 1 or 2 substituents Y 5 wherein each Y is as 
defined below; 

or R 1 and R 2 may optionally form a heterocyclic ring; 

3 \ 

R is selected from any one of: 

(i) hydrogen; \ 

(ii) a straight or branched Ci-Ce alkyl, C2-C6 alkenyl or C2-C6 alkynyl; 

(iii) -[(CH2)q-aryl] wherein q is an integer from 0 to 3, and wherein the aryl may 
optionally be substituted by one or more heteroaryls having from 5 to 10 
atoms, each heteroatom being selected from any of S, N and O; and wherein 
the aryl and heteroajVl may optionally and independently be substituted by 1 or 
2 substituents Y, wherein each Y is as defined below; 

(iv) a heteroaryl-(C5-CioalkyJ), wherein the heteroaryl has from 5 to 10 atoms, each 
heteroatom being selected from any of S, N and 0 ? and wherein the aryl and 
heteroaryl may optionally and independently be substituted by 1 or 2 
substituents Y, wherein eacmY is as defined below; 

(v) a C3-C10 cycloalkyl, optionally comprising one or more unsaturations and 
optionally substituted by one o\ more heteroaryls having from 5 to 10 atoms, 
each heteroatom being selected rrom any of S 5 N and O, and wherein the aryl 
and heteroaryl may optionally and independently be substituted by 1 or 2 
substituents Y, wherein each Y is aa defined below; 

(vi) -[(C3-C6 cycloalkyl)-(CH2)q] wherein q is an integer from 1 to 3; 

R 4 is selected from: \ 

(i) hydrogen; \ 

(ii) a straight or branched C1-C6 alkyl, C2-C6 alkenyl or Ci-Ce alkynyl; 

(iii) -[(CH2)q-aryl] wherein q is an integer from 0 to 3, and wherein the aryl may 
optionally be substituted by one or more neteroaryls having from 5 to 10 
atoms, each heteroatom being selected from any of S s N and O; and wherein 
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\he aryl and heteroaryl may optionally and independently be substituted by 1 or 
2 substituents Y, wherein each Y is as defined below; 

(iv) hetek)aryl-(C5-Cio alkyl), wherein the heteroaryl has from 5 to 10 atoms, each 
heteroktom being selected from any of S, N and O, and wherein the aryl and 
heteroaryl may optionally and independently be substituted by 1 or 2 
substituerAs Y 5 wherein each Y is as defined below; 

(v) a C3-C10 cycloalkyl, optionally comprising one or more unsaturations and 
optionally substituted by one or more heteroaryls having from 5 to 1 0 atoms, 
each heteroatom being selected from any of S, N and O; 

and wherein the\aryl and heteroaryl may optionally and independently be 
substituted by 1 oil substituents Y, wherein each Y is as defined below; 

(vi) a C6-C10 aryl, optionally and independently substituted by one or more 
heteroaryls having from 5 to 10 atoms, each heteroatom being selected from 
any of S, N and 0;\and wherein the heteroaryl may optionally and 
independently be substituted by 1 or 2 substituents Y, wherein each Y is as 
defined below; \ 

(vii) a heteroaryl having from 5 to\l0 atoms, each heteroatom being selected from 
any of S, N and O; wherein\the aryl and heteroaryl may optionally and 
independently be substituted by \ox 2 substituents Y, wherein Y is as defined 
below; \ 

R 5 is selected from: \ 

(i) hydrogen; \ 

(ii) a straight or branched Ci-C 6 alkyl, C2-Q alkenyl or C2-C6 alkynyl; 

(iii) -[(CH2) q -aryl] wherein q is an integer frtom 0 to 3, and wherein the aryl may 
optionally be substituted by one or mote heteroaryls having from 5 to 10 
atoms, each heteroatom being selected from any of S, N and O; and wherein 
the aryl and heteroaryl may optionally and independently be substituted by 1 or 
2 substituents Y, wherein each Y is as defined below; 

(iv) a heteroaryl-(C 5 -Cio alkyl), wherein the hetaroaryl has from 5 to 10 atoms, 
each heteroatom being selected from any of s\ N and O; and wherein the aryl 
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heteroaryl may optionally and independently be substituted 1 or 2 
substituents Y, wherein each Y is as defined below; 
(v) a C3^Cio cycloalkyl, optionally comprising one or more unsaturations and 
optionally substituted by one or more heteroaryls having from 5 to 10 atoms, 
each heteroatom being selected from any of S ? N and O, and wherein the aryl 
and heteroaryl may optionally and independently be substituted by 1 or 2 
substituents \, wherein each Y is as defined below; 



(vi) 



N 

ii 



N 



or 



V 



wherein R 7 , R 8 , R 9 , R 10 and R ll \re each and independently selected from: 

(a) hydrogen; 

(b) a straight or branched Ci-CAalkyl, C2-C6 alkenyl or C2-C6 alkynyl; 

(c) -[(CH2) q -aryl] wherein q is an integer from 0 to 3, and wherein the aryl may 
optionally be substituted by &ne or more heteroaryls having from 5 to 10 
atoms, each heteroatom being\selected from any of the S, N and O; and 
wherein the aryl and heteroamd may optionally and independently be 
substituted by 1 or 2 substituents wherein each Y is as defined below; 

(d) a heteroaryl-(C5-Cio alkyl), whereita the heteroaryl has from 5 to 10 atoms, 
each heteroatom being selected frormany of S, N and O, and wherein the aryl 
and heteroaryl may optionally and \ independently be substituted 1 or 2 
substituents Y, wherein each Y is as defined below; 

(e) a C3-C10 cycloalkyl, optionally comprising one or more unsaturations and 
optionally substituted by one or more heWoaryls having from 5 to 10 atoms, 
each heteroatom being selected from any 01 S, N and O; 

and wherein the aryl and heteroaryl may\ optionally and independently be 
substituted 1 or 2 substituents Y, wherein eaoh Y is as defined below; 

(f) a Ce-Cio aryl, optionally and independently substituted by one or more 
heteroaryls having from 5 to 10 atoms, each heteroatom being selected from 
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arw of S, N and O, and wherein the heteroaryl may optionally and 
independently be substituted by 1 or 2 substituents Y, wherein each Y is as 
defined below; 

or R 4 and R 5 may optionally form a heterocyclic ring; 

Y is each and\ independently selected from any of: hydrogen, CH3; -(CH2) P iCF3; 
halogen; Ci-C 3 \ alkoxy; hydroxy; -NO2; -OCF3 -CONR a R b ; -COOR a ; -COR a ; 
-(CH 2 ) p2 NR a R b ; -\cH 2 )p 3 CH 3 ; (CH 2 ) P 4SOR a R b ; -(CH 2 )p5S0 2 R a ; -(CH 2 ) p6 S0 2 NR a ; C 4 - 
CsCalkyl-cycloalkyV) wherein the alkyl is a C1-C2 alkyl, and the cycloalkyl is a C3-C6 
cycloalkyl; 1 or 2 heteroaryls having from 5 to 10 atoms, each heteroatom being 
selected from any oft S, N and O; and oxides selected from N-oxides or sulfoxides; 
and wherein: \ 

R a and R b are each and independently selected from hydrogen, a branched or straight 
Ci-C 6 alkyl, a Ci-C 6 alkeiWl, a C 3 -C 8 cycloalkyl; and wherein: 

p\ p 2 5 p 3 > p 4 > p 5 m & p 6 are e \ ch and inde P endentl y °' 1 or 2 ' 

as well as pharmaceutically acceptable salts, isomers, hydrates, and isoforms thereof, 

with the proviso that when R 1= R 2 = R 3 = R 4 = R 5 = H, then m + n > 4. 

A compound according to formul; 
m=n=l; 

R 1 is selected from: 

(i) hydrogen; 

(ii) a branched or straight C1-C6 alk^rl; and 

(iii) a C3-C8 cycloalkyl; \ 



tl of claim 29, wherein: 



-7- 



Delorme, et al 
09/555,575 



R 2 is selected from any of: 

(i) hydrogen; 

(ii) a straight or branched Q-C6 alkyl; 

(iii) -[(CH2) q Vryl] 9 wherein the aryl may optionally be substituted by 1 or 2 
substituent\ Y, wherein each Y is as defined in claim 29; and wherein q is an 
integer fromY) to 3; 

(iv) -[(CH2) r -hetertoaryl] wherein the heteroaryl has from 5 to 10 atoms, each 
heteroatom beiKg selected from any of S, N and O and wherein the heteroaryl 
may optionally Be substituted by 1 or 2 substituents Y, wherein each Y is as 
defined in claim 29; and wherein r is an integer from 0 to 3; 

(v) a C3-C6 cycloalkyl\ optionally comprising one or more unsaturations and 
optionally substitutedyby one or more heteroaryls having from 5 to 10 atoms, 
each heteroatom beingWected from any of S, N and O; 

and wherein the aryl and heteroaryl may optionally and independently be 
substituted by 1 or 2 substituents Y, where each Y is as defined in claim 29; 

(vi) a C6-C10 aryl, optionally aAd independently substituted by 1 or 2 substituents 
Y, wherein each Y is as defined in claim 29; 

(vii) a heteroaryl having from 5 to VO atoms, each heteroatom being selected from 
any of S, N and O; wherein the aryl and heteroaryl may optionally and 
independently be substituted by l\>r 2 substituents Y, wherein each Y is as 
defined in claim 29; \ 

or R 1 and R 2 may optionally form a heterocyclic ring; 

R 3 is selected from any one of: \ 

(i) hydrogen; \ 

(ii) a straight or branched Ci-Ce alkyl; \ 

(iii) -[(CH 2 ) q -aryl] wherein q is an integer fromV) to 3, and wherein the aryl may 
optionally be substituted by one or more hteteroaryls having from 5 to 10 
atoms, each heteroatom being selected from Ay of S, N and O; and wherein 
the aryl and heteroaryl may optionally and independently be substituted by 1 or 
2 substituents Y, wherein each Y is as defined in flJaim 29; 
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(iv) 1 \ a heteroaryl-(Cs-Cio alkyl), wherein the heteroaryl has from 5 to 10 atoms, 

\ach heteroatom being selected from any of S, N and O, and wherein the aryl 
ami heteroaryl may optionally and independently be substituted by 1 or 2 
subtetituents Y, wherein each Y is as defined in claim 29; 

(v) a cVCio cycloalkyl, optionally comprising one or more unsaturations and 
optionally substituted by one or more heteroaryls having from 5 to 10 atoms, 
each heteroatom being selected from any of S, N and O, and wherein the aryl 
and heteroaryl may optionally and independently be substituted by 1 or 2 
substituents Y, wherein each Y is as defined in claim 29; 

(vi) -[(C3-C6 cycloalkyl)-(CH2)q] wherein q is an integer from 1 to 3; 

R 4 is selected from: \ 

(i) hydrogen; \ 

(ii) a straight or branched C1-C6 alkyl; 

(iii) -[(CH2) q -aryl] whWin q is an integer from 0 to 3, and wherein the aryl may 
optionally be substituted by one or more heteroaryls having from 5 to 1 0 atoms 
each heteroatom being selected from any of S, N and O; and wherein the aryl 
and heteroaryl may optionally and independently be substituted by 1 or 2 
substituents Y, wherein each Y is as defined in claim 29; 

(iv) a heteroaryl-(Cs-Cio alkyto, wherein the heteroaryl has from 5 to 10 atoms, 
each heteroatom being selected from any of S, N and O, and wherein the aryl 
and heteroaryl may optionalw and independently be substituted by 1 or 2 
substituents Y, wherein each V is as defined in claim 29; 

(v) a C6-C10 aryl, optionally anfl independently substituted by one or more 
heteroaryls having from 5 to 1 ft atoms, each heteroatom being selected from 
any of S, N and O; and wfterein the heteroaryl may optionally and 
independently be substituted by l\or 2 substituents Y, wherein each Y is as 
defined in claim 29; \ 

R 5 is selected from any one of: \ 

(i) hydrogen; \ 

(ii) a straight or branched C 1 -Ce alkyl; \ 
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(iii) -[(CH2)q-aryl] wherein q is 0 or 1, and wherein the aryl may optionally be 
substituted by one or more heteroaryls having from 5 to 10 atoms, each 
heteroqtom being selected from any of S, N and O; and wherein the aryl and 
heteroaiVl may optionally and independently be substituted by 1 or 2 
substituents Y, wherein each Y is as defined in claim 29; 

(iv) a heteroaryl-Cs-Cio alkyl, wherein the heteroaryl has from 5 to 10 atoms, each 
heteroatom aeing selected from any of S, N and O; and wherein the aryl and 
heteroaryl maV optionally and independently be substituted by 1 or 2 
substituents Y, wherein each Y is as defined in claim 29; 

(v) a C3-C6 cycloalkVl, optionally comprising one or more unsaturations and 
optionally substituted by one or more heteroaryls having from 5 to 10 atoms, 
each heteroatom bemg selected from any of S, N and O, and wherein the aryl 
and heteroaryl may optionally and independently be substituted by 1 or 2 
substituents Y, whereimeach Y is as defined in claim 29; 




wherein: R 7 , R 8 5 R 9 , R 10 , R n are each and independently selected from: 

(a) hydrogen; \ 

(b) a straight or branched Ci-Ca alkyl or CV-Ce alkenyl; 

(c) -[(CH2)q-aryl] wherein q is an integer m)m 0 to 3, and wherein the aryl may 
optionally be substituted by one or more heteroaryls having from 5 to 10 
atoms, each heteroatom being selected from any of S, N and O; and wherein 
the aryl and heteroaryl may optionally and independently be substituted by 1 or 
2 substituents Y, wherein each Y is as definedun claim 29; 

(d) a heteroaryl-(C5-Cio alkyl), wherein the heter©aryl has from 5 to 10 atoms, 
each heteroatom being selected from any of S, N and O; and wherein the aryl 
and heteroaryl may optionally and independently be substituted by 1 or 2 
substituents Y, wherein each Y is as defined in claim 29; 
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(e) k C3-C10 cycloalkyl, optionally comprising one or more unsaturations and 
optionally substituted by one or more heteroaryls having from 5 to 10 atoms, 
each neteroatom being selected from any of S ? N and O; and wherein the aryl 
and the Nieteroaryl may optionally and independently be substituted 1 or 2 
substituent^Y, wherein each Y is as defined in claim 29; 

(f) a C6-C10 aryL optionally and independently substituted by one or more 
heteroaryls having from 5 to 10 atoms, each heteroatom being selected from 
any of S, N ami O, and wherein the heteroaryl may optionally and 
independently be substituted 1 or 2 substituents Y, wherein each Y is as 
defined in claim 29; \ 

or R and R J may form a heterocycliOyring which may optionally and independently be 
substituted 1 or 2 substituents Y, whereik each Y is as defined in claim 29. 

A compound according to claim 30, wherein 
m=n=l 

R 1 is selected from 

(i) a straight or branched Ci-Ce alkyl; or 

(ii) a C3-C8 cycloalkyl; 

R is selected from 

(i) methyl; or 

(ii) phenyl, optionally substituted by 1 or 2 substituents Y wherein [each] Y is as 
defined below; 

R 3 is selected from 

(i) -CH2-phenyl optionally substituted by 1 or 2 substituents Y where Y is as 
defined below; 

(ii) -CH2-cyclohexyl or -CH2-cyclopentyl; 
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R 4 is selected from 

(i) hydrogen; or 

(ii) methyl; 

R 5 is selected from 

(i) hydrogen; 

(ii) methyl; or 



NH 



(iii) 




or R 4 and R 5 together form a heterocyclic ring optionally substituted by 1 or 2 
substituents Y where Y is as defined below; 

Y is each and independently selected from any of: hydrogen, CH3; -(CH 2 ) P iCF3; 
halogen; C1-C3 alkoxy; hydroxy; -NO2; -OCF3 -CONR a R b ; -COOR a ; -COR a ; - 
(CH 2 ) P 2NR a R b ; -(CH 2 ) p3 CH 3 ; (CH 2 ) p4 SOR a R b ; -(CH 2 ) p5 S0 2 R a ; -(CH 2 ) P 6S02NR a ; C 4 - 
C8(alkyl-cycloalkyl) wherein the alkyl is a Ci-C 2 alkyl, and the cycloalkyl is a C3-C6 
cycloalkyl; 1 or 2 heteroaryls having from 5 to 10 atoms, each heteroatom being 
selected from any of S, N and O; and oxides selected from N-oxides or sulfoxides and 
wherein: 

R a and R b are each and independently selected from hydrogen, a branched or straight 
Ci-Ce alkyl, a Ci-Ce alkenyl, a C3-C8 cycloalkyl; and wherein: 

p 1 , p 2 , p 3 , p 4 , p 5 and p 6 are each and independently 0, 1 or 2. 
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32. A compound selected from: 




- 13 - 



Delorme, et al. 
09/555,575 




CH, 
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H 




A compound according to any one of claims^29-32, wherein said compound is in the 
form of a hydrochloride, sulfate, tartrate or citrate salt. 

A compound according to any one of claims 29-32 wherein said compound is 
isotopically labeled. 

A pharmaceutical composition comprising a compound of formula I according to 
claim 29 as an active ingredient, together with a pharmacologically and 
pharmaceutically acceptable carrier. — 



